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REMARKS 



Claims 15-19 are pending. 
11 e rejections under M. A! $JL, J < 03(a ) 

Claims 15-19 were rejected for obviousness over WO 00/53192 in view of Bed? et al, 
2003, Critical care Medicine 3 i :24?0-247? (Bedi) and Hasselgren et a!., 1986, Intensive Care 
Medicine 12: 13-16 (Hasselgren), 

The Applicants respectfully traverse this rejection for the following reasons: 

At mo^ the ahstract of Bedi has been shown to be prior art 




The present application claims priority from European patent application No. 
03024201,0, filed on October 21, 2003, See top of page 3 of the enclosed copy of European 
patent application No. 03024201 .0 (Exhibit A) where the following appears: "Date of filing: 
21 10.03." This European patent application contains essentially the same disclosure as the PCX 
application for which the present application is the U.S. national phase. The present claims thus 
are therefore entitled to an October 21 , 2003 effective filing dale. 

The Applicants obtained a copy of Bed! bearing a date stamp from the Weston Library at 
the University of Wisconsin which indicates that Beds was received by that library on October 
22, 2003 (see Exhibit B). 

In an Examiner interview Summary placed into the record by the Examiner on October 
14, 2009 (Exhibit C). the Examiner stated: "It was determined by the Office (STIC search) that 
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the reference of Beds et al. Crit Care Med was entered into PubMed on 10/8/03 (see page 2 of 2 
of the attachment underlined in red) and is therefore prior art." 

The portion of Bed! that appears in the attachment to Exhibit C and was referred to by 
the Examiner as having been "entered into PubMed on 10/8/03" is the abstract of Bedi. 

In view of Exhibits A-C and the remarks above, the Applicants submit that the present 
record establishes, at most, that the abstract of Bedi, and not the entire contents of Bedi , is prior 
art to the present application. 

Neither Bedi nor Has gglgren.ean b^somM ned with W O 00/531 92 to arrive at the presently 
elalmMj^ 

Bedi. 

The Examiner argued that the present claims are obvious because WO 00/53192 teaches 
the use of xenon to treat neurointoxications and, although WO 00/53192 does not teach the 
specific use of xenon recited in the present claims, i.e., to reduce apoptotie cell death in 
endothelial ceils of the intestine m sepsis, Bedi and Hasselgren provide this missing disclosure. 
See the Office Action, page 3 : " 4 192 [WO 00/53 1 92] broadly teaches the use of xenon or xenon 
gas mixtures for treating neurointoxications . . See also the Office Action, page 4: 

1 , The difference between the instant application and "192 is that k 192 do not expressly 
teach a method of reducing apoptotic cell death in endothelial cells of the intestine in sepsis. 
This deficiency in '192 is cured by the teachings of Bedi et al and Hasselgren et al 
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The Applicants respectfully traverse this rejection because one of ordinary skill in the art 
would not combine Bedi or Hassdgren with WO 00/53192. 



As discussed above, at most the abstract of Bedi is prior art. The abstract of Bedi, as 
shown m Exhibit C, reads as follows: 



AB - OBJECTlVEt M&m s«tfet*ive re$m«»s a** i» tfc* mimst** tsr« «*fti»§* fe»t 

are wIh>1v wjtfi««t adverse effect* Xwm is * mfote gas witfe sedative asd aaaigesie pro^prttes* 
U hm hmi m&& mesmtulty m » $e»ensi asestfcetie sag has many desirable f»*f*i*ie$, least «£ 
>*lsi«ii is a aii«a»a3 «?IT«it -o» tfee asyosstrdSaa*. Is rtieary, xe«»« may pravttie aedailog wMf«»at adverse 
eijfeet for eertaia grasps ^eniica% Mi paf}*^. Tfee aigtrtf?* ef mk Mmiy wm to hmr the 
feasibility Qfmlngmmn m m \mm$,h t ears sedative* i>ESi€N; Doafeie*fell»4 t rajyi*^l*ed ssady* 
SEI'TlNC*: Tfcrfcs*ry-<i*vel intensive care mxiu StfB&BCTSi Tvtmn^mt pMimts »4miUtt& t»m 
i&temh& ear* ami ihlUm'mgelvtii*? tinsrack sargery, IN iERVf.iVTIO^S; A standard mUrns**^ 
nffltet* *q$m* {inmnmm progwfei M fcS m$Mt~ Ltir4 aM alfentaitil 31 i»fee»g»^?*itr*:f) was 
compared wHIj a xem*a sedatlas rej^wea dfeHvereti asiaa a nov«l bellows- ta-tioitle delivery 
svsi*iEa,Mll4Sy'JSlME^t"$ AND MAIN ftf^ULTS JKacfe sedative eegjtaRg» w#» «j»ti®a*d Iter Stat*. 
T fee iwm&$mwki effects, aMkkmsl ttmigtsk i^a«-e«»e«j$ y recovery ffw> Mdat&m, g&d eflfeet <w 
feewsaiskjgksi h'minmk&l variables were t«mpared t»r iht torn $*dat»«a regimens* AN palfetsfe 
were saeewiWly sedated d«riag ihs %mm repasea, Ta« m*m *<~ Sl> eacM«M sens** «<.*8t*fit.yat1*>a 
reqaiteed la pmvkle wefa&sm thrm%kmt ti»« d«ratk*H dftlse «iady wa* 2§ */> 3<#% 
AirteH^il &ystail«, dl&staiss, a»d ia«a8 pressures sa«>w$*f a greater tm&Ptoetf far amative gradients $a 
jsatiests ree*i«d»g th« pr«|Kd»j regimes (p <M» p <l, md p <M t rs^*ee*lvefy)» j|ee^e#^ 

was $JfaPea»% f«.«**r thaa frtm $tm$»t4 w<Jatio» r«g!m*» (p <at»0? Ileattatofeigkal 

Mf&bmkM Mmrmnry mxtktn «w« «-itMn sarmal e»»l«saf llsstfs- Ih hmh |r««|is> 
CO^CLt?$lOlV$; X«»os ^ravWe<l $j»ti«f»«torv- sefatton in mv %rmp a$p»t\mU> It was mU 
mtemmi wits ««ialmA! fee*B»tiy»smle *ffeet Re«»ve;ry lr«in t&ss -afeai: is extreetc^ : rajjkl. We tee 
dtetnms*rar«di tbe feasSIMlity »f «skg x*aoa witto tfe« eriileal c«re netting, wtilNoat advem elfeet, 

A!> - E«ys»! Crftsi) of H^sffttals^ tfe>lfasi. Northern t* x eisa<J. 



The abstract of Bedi makes no mention of sepsis. Thus, one of ordinary skill in the art 
could not have combined Bedi with WO 00/53192 in order to remedy the lack of disclosure in 
WO 00/53192 of the use of xenon to treat sepsis. 



Hasselgren 



According to the Office Action, motivation to combine Hasseigren with WO 00/53192 
supposedly arises because WO 00/53 1 92 is directed to treating neuroifHoxications resuhing from 
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increased brain levels of neurotransmitters such as glutamate and Hasselgren teaches that sepsis 
involves increased glutamate levels. Therefore, one of ordinary skill in the art would understand 
that sepsis is a condition that causes neurointoxieaiions and thus can he treated by the methods of 
WO 00/53192. See page 5 of the Office Action; 

One of ordinary skill in the art would have been motivated to do this because 1 192 
teaches treating neurointoxl cations and points out glutamate as a neurotransmitter. 
Hasselgren et al teaches that the septic condition caused increased glutaraate 
levels which would be a neurointoxication as taught by 4 192 and thus within the 
scope of 4 192 . 

However, Hasselgren would not be combined with WO 00/53192 because Hasselgren 
makes no mention of glutamate, Hasselgren does state that brain glujamine levels may be 



increased in sepsis. But glutaraate and gluiaraine, although amino acids having similar names, 
have significantly different chemical staiecures: glutaraate has an acidic side chain while 
glutamme has a basic side chain. See the circled portion of the structures of glutaraate and 
glutaniine below. 



glutamate 




MH 2 



OH 



giufaraine 
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Furthermore, Hasseigren is very tentative about its conclusions. See page 13, left 
column: "fTjhe available evidence h preliminary and might be easily contested.'' 

WO 00/53192 states that its methods are applicable when there is "'neurotransmitter 
excess, particularly of gintamate, noradrenaiin and/or dopamine. 1 ' Rather than teaching that 
brain neurotransmitter levels in general are in excess in sepsis, Hasseigren instead expresses 
doubt that neurotransmitters in general are in excess in sepsis by raising the possibility that there 
may be decreased synthesis of neurotransmitters in sepsis. See page 13, right column: "It is 
entirely possible that that there may be decreased synthesis of peptides or other neurotransmitters 
in septic encephalopathy." 

Elsewhere, Hasseigren states that some neurotransmitters are elevated, some are not. See 
page 15, right column: 

Increased brain concentrations of the serotonergic and reduced levels of the 
catechol ami nergic neurotransmitters, along with the occurrence of false 
neurotransmitters, may be important factors in the pathophysiology of septic 
encephalopathy. 

With respect to noradrenaline (also known as norepinephrine), Hasseigren teaches that 
the level of this neurotransmitter is reduced. See page 14, right column: "jjTjhe levels of the 
catecholaminergic neurotransmitters norepinephrine, ...[others listed] . . .are reduced." 
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Hasselgren also teaches that the effects of noradrenaline and dopamine in the brain are 
blocked by other substances in sepsis. See page 15, left column: "[These substances] are weak 
or 'false* neurotransmitters which displace norepinephrine as well as dopamine and epinephrine 
from neural synaptosomes." 

Thus, Hasselgren teaches away from using the methods of WO 00/53192 in sepsis. Upon 
reading Hasselgren, one of ordinary skill in the art would have been deterred from using the 
methods of WO 00/53 192 for sepsis because WO 00/53192 teaches that its methods are 
applicable in conditions where there is too much activity from noradrenalin and dopamine and 
Hasselgren teaches that there is less activity from noradrenalin and dopamine in sepsis. 

In view of the above, it is respectfully requested that this rejection be withdrawn. 

The Applicants hereby make a Conditional Petition for any relief available to correct, any defect 
seen in connection with the filing of this paper, or any detect seen to be remaining in this 
application after the filing of this paper. The Director is authorized to charge Kenyon <& 
Kenyon's Deposit Account No. 1 1-0600 for the Petition fee and any other fees required to effect 
this Conditional Petition, 

Respectfully Submitted. 

Date: February 12, 2010 BY: /Joseph A, ..Coppola/ 

Joseph A. Coppola 
Reg. No. 38,41.3 
KENYON & KENYON LLP 
One Broad way 
New York, NY 10004 
(212) 425-7200 (telephone) 
(212) 425-5288 (facsimile) 
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